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Postpartum haemorrhage is the leading cause of maternal mortality. Tranexamic acid (TXA) reduces surgical haemorrhage and the risk of death in bleeding trauma patients. 
Objectives
To assess the effects of TXA on risk of postpartum haemorrhage and other clinically relevant outcomes.
Search strategy
We searched the MEDLINE, CENTRAL, EMBASE, PubMed, ClinicalTrials.gov and WHO ICTRP electronic databases to May 2015. 
Selection criteria
Randomised controlled trials comparing TXA with no TXA or placebo in women giving birth vaginally or by caesarean section. 
Data collection and analysis
Two authors extracted data and assessed the risk of bias for each trial. Because of data concerns we did not conduct a meta-analysis. 
Main results
We found 26 trials including a total of 4,191 women. Examination of the trial reports raised concerns about the quality of the data. Eight trial reports contained identical or similar text and there were important data inconsistencies in several trials. Two trials did not have ethics committee approval. Meta-analysis of baseline variables suggested that randomisation was inadequate in many trials. 
Conclusions
There is no reliable evidence that TXA prevents postpartum haemorrhage during childbirth. Many of the trials conducted to date are small, low quality and contain serious flaws. 
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Postpartum haemorrhage (PPH), one of the most common obstetric emergencies, occurs in about 10% of deliveries.1 It is the leading cause of maternal mortality world-wide, responsible for about 50,000 deaths each year. ADDIN EN.CITE 2 Because hysterectomy is sometimes carried out to control the bleeding, PPH deprives thousands of women of their ability to bear children. Anaemia is another important consequence that limits a mother's well-being and her ability to work and care for children. ADDIN EN.CITE 3
Tranexamic acid (TXA) reduces bleeding by inhibiting the breakdown of fibrin blood clots. The WOMAN trial is currently evaluating the effect of TXA on death and hysterectomy in women with established PPH. ADDIN EN.CITE 4 However, for many women, treatment of PPH is too late. Over one third of pregnant women in the world are anaemic and many are severely anaemic. ADDIN EN.CITE 5 In these women, even moderate bleeding can be life threatening and by worsening their anaemia, can cause disabling fatigue that limits their ability to care for themselves and their baby. ADDIN EN.CITE 6 TXA given at the time of delivery could prevent severe postpartum bleeding. Plasma t-PA (the main fibrinolytic activator) doubles within an hour of delivery, probably due to the trauma of childbirth.7 
We conducted a systematic review of randomised controlled trials to assess the effects of TXA on the risk of postpartum haemorrhage and other clinically relevant outcomes.
Methods
We specified the methods in advanced and registered the review on PROSPERO (CRD42015020670).
Selection criteria and search strategy
We searched for randomised controlled trials comparing TXA with no TXA or a placebo in women delivering vaginally or by caesarean section. The primary outcome was the number of women with a clinical diagnosis of postpartum haemorrhage. Trials of TXA for the treatment of established postpartum haemorrhage were not eligible. Secondary outcomes were death, blood loss, blood transfusion, thromboembolic events (myocardial infarction, stroke, deep vein thrombosis, and pulmonary embolism), surgical intervention, maternal well-being and quality of life, and adverse events in baby.
Eligible trials were identified from a register of randomised controlled trials of anti-fibrinolytic drugs maintained by the London School of Hygiene & Medicine’s Clinical Trials Unit (LSHTM CTU). The register contains records of trials identified through searches of MEDLINE, CENTRAL, EMBASE, PubMed, ClinicalTrials.gov and the WHO International Clinical Trials Registry Platform. Each database was searched using a combination of subject headings and keywords (Table S1). In addition, we checked reference lists of relevant articles and searched the internet using the Google search engine for further potentially eligible trials. The searches were run to 13th May 2015 and were not restricted by date, language or publication status. 
Procedures
One author screened the titles and abstracts of the search output to identify potentially eligible trials. The full text of these reports were then retrieved and assessed for eligibility. Data on the number of participants, type of delivery, dose and timing of TXA, type of comparator and outcome data were extracted by two authors using a form developed specifically for the review. We used the Cochrane Collaboration’s tool for assessing the risk of bias. The risk of bias assessments were based on the information presented in the trial report.8 We assessed the sequence generation, allocation concealment, blinding, incomplete outcome data and selective outcome reporting as being at low, high, or unclear risk of bias for each trial.
Statistical analysis
For dichotomous outcomes, we calculated risk ratios and 95% confidence intervals. For continuous outcomes, we calculated the mean difference and 95% confidence interval. However, for blood loss, we estimated the proportional change in blood loss with TXA.  Full details of the method used are described elsewhere. HYPERLINK \l "_ENREF_9" \o "Ker, 2013 #52"  ADDIN EN.CITE <EndNote><Cite><Author>Ker</Author><Year>2013</Year><RecNum>52</RecNum><DisplayText><style face="superscript">9</style></DisplayText><record><rec-number>52</rec-number><foreign-keys><key app="EN" db-id="0t99zsawdaax0tetaau5xrd8xersstpezv00">52</key></foreign-keys><ref-type name="Journal Article">17</ref-type><contributors><authors><author>Ker, K.</author><author>Prieto-Merino, D.</author><author>Roberts, I.</author></authors></contributors><auth-address>Clinical Trials Unit, London School of Hygiene and Tropical Medicine, Keppel Street, London, WC1E 7HT, UK. katharine.ker@lshtm.ac.uk</auth-address><titles><title>Systematic review, meta-analysis and meta-regression of the effect of tranexamic acid on surgical blood loss</title><secondary-title>Br J Surg</secondary-title><alt-title>The British journal of surgery</alt-title></titles><periodical><full-title>Br J Surg</full-title><abbr-1>The British journal of surgery</abbr-1></periodical><alt-periodical><full-title>Br J Surg</full-title><abbr-1>The British journal of surgery</abbr-1></alt-periodical><pages>1271-9</pages><volume>100</volume><number>10</number><keywords><keyword>Adult</keyword><keyword>Antifibrinolytic Agents/*administration &amp; dosage</keyword><keyword>Blood Loss, Surgical/*prevention &amp; control</keyword><keyword>Dose-Response Relationship, Drug</keyword><keyword>Humans</keyword><keyword>Randomized Controlled Trials as Topic</keyword><keyword>Regression Analysis</keyword><keyword>Tranexamic Acid/*administration &amp; dosage</keyword></keywords><dates><year>2013</year><pub-dates><date>Sep</date></pub-dates></dates><isbn>1365-2168 (Electronic)&#xD;0007-1323 (Linking)</isbn><accession-num>23839785</accession-num><urls><related-urls><url>http://www.ncbi.nlm.nih.gov/pubmed/23839785</url></related-urls></urls><electronic-resource-num>10.1002/bjs.9193</electronic-resource-num></record></Cite></EndNote>9 In brief, we expressed the change in blood loss with TXA as a proportion of the blood loss in the control group. As estimates of average blood loss are not normally distributed, we transformed blood loss data into a logarithmic scale and conducted the analysis using the transformed values. A meta-analysis of the differences in means using the transformed data on blood loss corresponds to a meta-analysis of the ratio of the geometric means on the original scale. The estimates were back-transformed to give the blood loss ratios and 95% confidence intervals on the original scale. If sufficiently homogeneous in terms of patients, intervention and outcome measurement, we planned to pool the trial data using the fixed effect model. 
We planned to conduct subgroup analyses to examine whether the effect of TXA on the risk of PPH varied according to whether or not the women were anaemic at baseline (anaemic Hb<11g/dL, vs non-anaemic Hb≥11g/dL). We also planned a sensitivity analysis restricted to trials at low risk of bias for allocation concealment. Analyses were carried out using Stata version 13 and RevMan version 5.3.5. We reported the review in accordance with the PRISMA Statement (Table S2).
Results
Trial characteristics
We identified 31 reports ADDIN EN.CITE  ADDIN EN.CITE.DATA 10-40 describing 26 trials involving a total of 4,191 women (Figure S1). The trial reports were published between 2001 and 2015. Five trials were Master’s degree projects that were later published in medical journals. Two trials were reported as conference abstracts only. 
The characteristics of the included trials are shown in Table S3. The median sample size was 120 (min-max=74-740). They were conducted in China (n=3), Egypt (n=2), India (n=9), Iran (n=5), Malaysia (n=1), Pakistan (n=2), Turkey (n=3) and the Ukraine (n=1). All but one were single-centre trials. Twenty-two trials assessed the effect of TXA in women giving birth by caesarean section and four in women giving birth vaginally. One trial was restricted to anaemic women (Hb 7-10g/dL). 
TXA was given within 30 minutes prior to incision in all of the caesarean delivery trials except for one in which TXA was administered at delivery of anterior shoulder. Of the four trials involving vaginal delivery, TXA was given at delivery of anterior shoulder in three and at delivery of the placenta in one. The TXA dose ranged from 0.5g to 1g. TXA was compared to placebo in 13 trials and to a no-TXA group in 13 trials. 
The number of patients allocated to each group was not reported in one trial and so the data could not be used. The frequency of PPH was reported in 13 (50%) trials, blood loss in 24 (92%), thromboembolic events in 16 (62%), death in six (23%), surgical intervention in five (19%), and blood transfusion in 10 (38%). None of the trials collected data on maternal well-being or quality of life.
Risk of bias
A summary of the risk of judgements is shown in Figure S2. The method used to generate the allocation sequence was adequate in eight trials and inadequate in four. The remaining 14 trials did not describe the method used and so the risk was unclear. Allocation concealment was adequate in four, inadequate in seven, and unclear in 15 trials. Blinding was adequate in eleven trials, inadequate in 13 and unclear in two trials. There were no missing outcome data in four trials (low risk of bias). However, there were post-randomisation exclusions in three trials (high risk of bias). For the remaining 19 trials insufficient information was reported to judge the risk of bias from missing outcome data. In the one trial that was prospectively registered, comparison of pre-specified and reported outcomes suggested selective outcome reporting. We could not determine the risk of bias for the remaining trials which were either retrospectively registered (n=5) or not registered (n=20).
Data reliability
Several reports raised concerns about the data and prompted further investigations. Eight reports contained sections of identical or very similar text despite purporting to be different trials (Table S4), in addition, many of the results sections contained discrepancies and other errors. We therefore sought further information from the authors of all trial reports to reassure ourselves about the reliability of the data. We identified contact information for as many authors as possible. Each author was contacted and asked to provide the dates when the first and last patients were randomised; a copy of the ethics committee approval; and the anonymised individual patient data.  Where possible we also contacted the ethics committee for confirmation of their approval. 
We received responses for 13 (50%) trials (Table S5). One author declined to provide the information requested. Authors of nine trials confirmed recruitment dates, one did not have a record of the dates and one did not include this information in the response. We received a copy of the ethics approval for 10 trials, one of which was granted after the start of recruitment. Two trials did not receive ethics approval. In one case, an author explained that the trial was undertaken for a student thesis and formal approval from the ethics committee was not required (this was confirmed in a separate response from the ethics committee). In the other, although the trial report stated that ethics approval had been obtained, the author stated this was not in fact the case. This was confirmed by the ethics committee who said that they had no record of the trial. No explanation was offered as to why approval was not obtained.  
Seven of the 13 trials for which we received a response sent individual patient data. The authors of two trials did not respond to this part of our request and one author of two trials explained that he was unable to send us the data due to the theft of the laptop on which the data for both trials were stored.
We then explored the success of the randomisation process by conducting meta-analyses of selected baseline variables. As recommended by Clark et al, ADDIN EN.CITE 41 we meta-analysed age as well as baseline haemoglobin (Hb) which we identified as another relevant prognostic covariate. The premise of this analysis is that if the trials are properly randomised, there will be no heterogeneity, i.e. I2=0% and any difference in baseline variables will be minimal and the result of random error. ADDIN EN.CITE 41 Figures S3 and S4 shows the results of the meta-analyses of age and baseline Hb. There was no heterogeneity (I2=0%) observed for age. However, there was a statistically significant difference between groups suggesting that women allocated to the TXA group were younger than those in the control (P=0.01), although this difference was not observed when the analysis was restricted to adequately concealed trials (P=0.59).  There was substantial heterogeneity between trials for baseline Hb (I2=67%) and a statistically significant difference between groups indicating that women allocated to the TXA group had a lower Hb at baseline than those in the control (P=0.02). Substantial heterogeneity remained when the analysis was restricted to adequately concealed trials (I2=62%), although the difference in Hb between groups was no longer statistically significant (P=0.79).
Data analysis
Although the patients, interventions and outcomes were sufficiently homogeneous to pool the data, because of our concerns about trial quality and data reliability we did not conduct a meta-analysis. However, effect estimates and 95% CIs were calculated and presented as Forest plots (Figures 1, 2 and 3). We stratified the trials according to whether or not the final report contained similar text. Thirteen trials presented data on the number of women who developed postpartum haemorrhage (PPH). There was variation in the threshold used to diagnose PPH. Four trials applied the usual definition of blood loss ≥1000 ml after caesarean delivery or ≥500 ml after vaginal delivery. The remaining trials used other, lower thresholds including ≥500 ml after caesarean delivery or ≥400 ml after vaginal delivery. Because none of the trials were prospectively registered, we cannot discount the possibility that the selection of these thresholds was post hoc and data driven. In all trials fewer women in the TXA group developed PPH than in the control group.
Twenty-four trials presented data on average blood loss in both groups. All of the effect estimates are consistent with less blood loss in the TXA group; the difference is statistically significant in all but one trial. There is notable variation in the magnitude of the effect estimates.
Nine trials reported blood transfusion data. There were no events in two trials. In all of the remaining seven trials, fewer women in the TXA group received a blood transfusion than those in the control group. There were no deaths, surgical interventions, or cases of myocardial infarction, stroke or pulmonary embolism in any of the trials reporting these outcomes. In one trial, four women suffered a deep vein thrombosis, there was no difference in risk between the groups (TXA 2/88 vs control 2/86; RR=0.98, 95% CI 0.14 to 6.78).
Discussion
Main findings
Worldwide, over 10 million women experience a postpartum haemorrhage each year. About 50,000 women die, many more lose their ability to bear children and hundreds of thousands suffer debilitating fatigue from anaemia. TXA is an inexpensive, widely available medicine that has been shown to reduce bleeding in surgery and reduce the risk of death in bleeding trauma patients. ADDIN EN.CITE ,  It is therefore unsurprising that there is interest in its role in the prevention of postpartum haemorrhage. However, our review shows that most trials of TXA are small, low quality, single-centre studies. We found that many trial reports shared similar or identical text, and contained important errors or inconsistencies.  Two trials were conducted without ethics committee approval and only one was prospectively registered. 
Strengths and limitations
Due to concerns about data quality and reliability we did not conduct a meta-analysis. When examined separately, the results of the individual trials were largely consistent with evidence from surgical bleeding, with most reporting less bleeding with TXA. However, the criteria used to diagnose PPH varied between trials and the absence of blinded outcome assessment in many trials may have introduced bias. Also, because the trials are too small to assess the effect of TXA on maternal health outcomes and none measured maternal well-being, the clinical importance of any reduction in bleeding is uncertain. 
Most systematic reviews assume that trial reports provide an accurate description of the methods and results. However, after finding that eight trials contained identical text and that some of the trial results were also similar, we were obliged to question this assumption. We therefore asked the authors of all trials to provide dates of recruitment, a copy of the ethics committee approval and the anonymised individual patient data in an attempt to assess their reliability. We received a response for only half of the included trials and less than half of these provided all the information requested. Moreover, the meta-analysis of baseline variables suggests that the randomisation process was inadequate in many trials. Although our review aimed to include only randomised controlled trials, many of the included trials were not properly randomised and were imbalanced for key prognostic variables.
Interpretation (in the light of other evidence)
Other systematic reviews have assessed the effect of TXA on obstetric bleeding. ADDIN EN.CITE 44-46 However, ours is the first to describe the scale and nature of deficiencies in the evidence that go beyond the standard risk of bias assessment. Unless these deficiencies are brought to the attention of the maternal health community, treatment decisions could be based on unsound evidence, putting women at risk. Indeed, some of the trials have already informed the WHO’s recommendations on the use of TXA for the treatment of postpartum haemorrhage.
As well as highlighting the poor quality of trial research in this area, the process of conducting this review has brought to our attention the lack of guidance on how systematic reviewers should deal with trial quality concerns that go beyond those assessed by the standard risk of bias approach. 
Furthermore, because we were unwilling to ignore these concerns, we devised our own approach to investigating them. We do not claim that our approach is the best and welcome ideas on more effective ways to deal with similar situations in the future.
Conclusions 
Although reducing maternal mortality has been a development goal for 15 years, this review suggests that in some areas the quantity and quality of the research needed to support this humanitarian aspiration is inadequate and is not commensurate with the level of political ambition. We do not doubt that most of the included trials were conducted in good faith with the patients' interests in mind. However, a problem of such global health importance requires a strategic response from professional research teams rather than the efforts of concerned clinicians at a single hospital. Large, high quality, multi-centre trials with end points that matter to women are urgently needed. 

Contribution to Authorship
KK, IR and HS designed the study. KK screened the search output and extracted data with assistance from HS. KK carried out the analyses. KK wrote the manuscript with contributions from IR and HS. The final version was approved by all authors.
Role of funding source
There was no specific funding source for this study. KK, HS and IR are funded by the LSHTM Clinical Trials Unit. IR is also a National Institute for Health Research senior investigator. All authors had full access to all review data, and the analysis, interpretation, and the decision to publish were solely the responsibility of the authors.
Disclosure of Interests
We declare no competing interests.
Acknowledgments
We thank Deirdre Beecher for conducting the bibliographic database searches for the register of anti-fibrinolytic study records used to identify trials for this review.
We are grateful to the following authors and representatives of ethics committees who responded to our request for additional information about the included trials: Hany Abdel-Aleem, Ibrahim Abdelazim, Upasana Goswami, Metin Gülmezoglu, Kemal Güngördük, Afshan Hasan, Ayesha Khan, Gopal Kulkarni, Nandita Maitra, Purvi Patel, Babita Ramani, Mansooreh Samimi, Mina Shirdel, Vijayanath V., Gazi Yildiz. 




 ADDIN EN.REFLIST 1.	Calvert C, Thomas SL, Ronsmans C, Wagner KS, Adler AJ, Filippi V. Identifying regional variation in the prevalence of postpartum haemorrhage: a systematic review and meta-analysis. PLoS One 2012;7(7):e41114.
2.	Kassebaum NJ, Bertozzi-Villa A, Coggeshall MS, Shackelford KA, Steiner C, Heuton KR, et al. Global, regional, and national levels and causes of maternal mortality during 1990-2013: a systematic analysis for the Global Burden of Disease Study 2013. Lancet 2014;384(9947):980-1004.
3.	Geller SE, Adams MG, Kelly PJ, Kodkany BS, Derman RJ. Postpartum hemorrhage in resource-poor settings. Int J Gynaecol Obstet 2006;92(3):202-211.
4.	Shakur H, Elbourne D, Gulmezoglu M, Alfirevic Z, Ronsmans C, Allen E, et al. The WOMAN Trial (World Maternal Antifibrinolytic Trial): tranexamic acid for the treatment of postpartum haemorrhage: an international randomised, double blind placebo controlled trial. Trials 2010;11:40.
5.	Stevens GA, Finucane MM, De-Regil LM, Paciorek CJ, Flaxman SR, Branca F, et al. Global, regional, and national trends in haemoglobin concentration and prevalence of total and severe anaemia in children and pregnant and non-pregnant women for 1995-2011: a systematic analysis of population-representative data. Lancet Glob Health 2013;1(1):e16-25.
6.	Jansen AJ, Essink-Bot ML, Duvekot JJ, van Rhenen DJ. Psychometric evaluation of health-related quality of life measures in women after different types of delivery. J Psychosom Res 2007;63(3):275-281.
7.	Kruithof EK, Tran-Thang C, Gudinchet A, Hauert J, Nicoloso G, Genton C, et al. Fibrinolysis in pregnancy: a study of plasminogen activator inhibitors. Blood 1987;69(2):460-466.
8.	Higgins JPT, Altman DG, Sterne JAC, (editors), Chapter 8: Assessing risk of bias in included studies. In: Higgins JPT, Green S (editors). Cochrane Handbook for Systematic Reviews of Interventions. Version 5.1.0 [updated March 2011]. The Cochrane Collaboration. Available from www.cochrane-handbook.org (​http:​/​​/​www.cochrane-handbook.org​). 2011.
9.	Ker K, Prieto-Merino D, Roberts I. Systematic review, meta-analysis and meta-regression of the effect of tranexamic acid on surgical blood loss. Br J Surg 2013;100(10):1271-1279.
10.	Abdel-Aleem H, Alhusaini TK, Abdel-Aleem MA, Menoufy M, Gulmezoglu AM. Effectiveness of tranexamic acid on blood loss in patients undergoing elective cesarean section: randomized clinical trial. J Matern Fetal Neonatal Med 2013;26(17):1705-1709.
11.	Deka N, Efficacy of tranexamic acid in decreasing blood loss during and after cesarean section: a randomized case controlled prospective study, in Department of Obstetrics & Gynaecology. 2012, Rajiv Gandhi University of Health Sciences, Karnataka, Bangalore.
12.	Gai MY, Wu LF, Su QF, Tatsumoto K. Clinical observation of blood loss reduced by tranexamic acid during and after caesarian section: a multi-center, randomized trial. European journal of obstetrics, gynecology, and reproductive biology 2004;112(2):154-157.
13.	Gobbur VR, Reddy SV, Usha J, Bijapur. Efficacy of tranexamic acid in reducing blood loss during lower segment caesarean section. 54th All India Congress of Obstetrics and Gynaecology; 2011 January 5-9; Hyderabad, Andhra Pradesh, India. 2011:92. 2011.
14.	Gobbur VR, Shiragur SS, Jhanwar UR, Tehalia MJ. Efficacy of tranexamic acid in reducing blood loss during lower segment caesarean section. International Journal of Reproduction, Contraception, Obstetrics and Gynecology 2014;3(2):414-417.
15.	Gohel M, Patel P, Gupta A, Desai P. Efficacy of tranexamic acid in decreasing blood loss during and after cesarean section: a randomized case controlled prospective study. Journal of Obstetrics and Gynaecology of India 2007;57(3):228-230.
16.	Goswami U, Sarangi S, Gupta S, Babbar S. Comparative evaluation of two doses of tranexamic acid used prophylactically in anemic parturients for lower segment cesarean section: A double-blind randomized case control prospective trial. Saudi Journal of Anaesthesia 2013;7(4):427-431.
17.	Gungorduk K, Asicioglu O, Yildirim G, Ark C, Tekirdag AI, Besimoglu B. Can intravenous injection of tranexamic acid be used in routine practice with active management of the third stage of labor in vaginal delivery? A randomized controlled study. Am J Perinatol 2013;30(5):407-413.
18.	Gungorduk K, Yildirim G, Asicioglu O, Gungorduk OC, Sudolmus S, Ark C. Efficacy of Intravenous Tranexamic Acid in Reducing Blood Loss after Elective Cesarean Section: A Prospective, Randomized, Double-Blind, Placebo-Controlled Study. Am J Perinatol 2010.
19.	Halder S, Samanta B, Sardar R, Chattopadhyay S. Tranexamic acid used before caesarean section reduces blood loss based on pre- and postoperative haemoglobin level: a case-control study. J Indian Med Assoc 2013;111(3):184-186.
20.	Jhanwar UR, Efficacy of tranexamic acid in reducing blood loss during and after the lower segment cesarean section, in Department of Obstetrics & Gynaecology. 2010, Rajiv Gandhi University of Health Sciences, Karnataka, Bangalore.
21.	Mirghafourvand M, Mohammad-Alizadeh S, Abbasalizadeh F, Shirdel M. The effect of prophylactic intravenous tranexamic acid on blood loss after vaginal delivery in women at low risk of postpartum haemorrhage: a double-blind randomised controlled trial. Aust N Z J Obstet Gynaecol 2015;55(1):53-58.
22.	Movafegh A, Eslamian L, Dorabadi A. Effect of intravenous tranexamic acid administration on blood loss during and after cesarean delivery. Int J Gynaecol Obstet 2011;115(3):224-226.
23.	Poonia M, Bansal A, Bhardwaj N, Anita, Kumari S. Role of Tranexamic Acid in Reducing Blood Loss After Caesarean Section: A Randomized Case Control Prospective Study. Journal of Medical Science & Research 2012;3(2):44-46.
24.	Ramani B, Nayak L. Intravenous 1 gram tranexamic acid for prevention of blood loss and blood transfusion during caesarean section: a randomized case control study. International Journal of Reproduction, Contraception, Obstetrics and Gynecology 2014;3(2):366-369.
25.	Ramesh AC, Rajni S, Deka N. Efficacy of Tranexamic Acid in Decreasing Blood Loss During and after Cesarean Section: a Randamized Case Controlled Prospective Study. Indian Journal of Public Health Research & Development 2015;6(2):12-15.
26.	Rashmi PS, Sudha TR, Prema P, Rajashri P, Vijayanath V. Role of Tranexamic acid in reducing blood loss during and after cesarean section. A randomized case control prospective study. Journal of medical research and practice 2012;1(2):40-43.
27.	Safdarian L, Najafian A, Moshfeghi S, Alavi A, Shoar MM, Qanbarnezhad A. The effect of tranexamic acid in decreasing blood loss during and after cesarean section. GMP Review 2015;17(1):158-161.
28.	Samimi M, Moravveji SA, Heidari–Shirazi F. The effect of tranexamic acid on pregnancy outcome and vaginal post-parturition hemodynamics Feyz Journal of Kashan University of Medical Sciences 2013;17(2):114-122.
29.	Sekhavat L, Tabatabaii A, Dalili M, Farajkhoda T, Tafti AD. Efficacy of tranexamic acid in reducing blood loss after cesarean section. The journal of maternal-fetal & neonatal medicine : the official journal of the European Association of Perinatal Medicine, the Federation of Asia and Oceania Perinatal Societies, the International Society of Perinatal Obstetricians 2009;22(1):72-75.
30.	Senturk MB, Cakmak Y, Yildiz G, Yildiz P. Tranexamic acid for cesarean section: a double-blind, placebo-controlled, randomized clinical trial. Arch Gynecol Obstet 2013;287(4):641-645.
31.	Shahid A, Khan A. Tranexamic acid in decreasing blood loss during and after caesarean section. J Coll Physicians Surg Pak 2013;23(7):459-462.
32.	Sharma R, Najan R, Misra MK. Efficacy of tranexamic acid in decreasing blood loss during and after cesarean section. Biomedical & Pharmacology 2011;4(1):231-235.
33.	Taj N, Firdous A, Akhtar N, Chaudhary MH, Sarah, Bajwa Z, et al. Efficacy of Tranexamic acid in reducing blood loss during and after Cesarean section. Rawal Medical Journal 2014;39(3):311-313.
34.	Tarabrin O, Galich S, Tkachenko R, Gulyaev A, Shcherbakov S, Gavrychenko D. Reduced blood loss during Caesarean section under the action of tranexamic acid. European Journal of Anaesthesiology 2012;29:97.
35.	Tarabrin O, Kaminskiy V, Galich S, Tkachenko R, Gulyaev S, Shcherbakov S, et al. Efficacy of tranexamic acid in decreasing blood loss in cesarean section. Crit Care 2012;16(suppl 1):S157.
36.	Xu J, Gao W, Ju Y. Tranexamic acid for the prevention of postpartum hemorrhage after cesarean section: a double-blind randomization trial. Arch Gynecol Obstet 2013;287(3):463-468.
37.	Yang H, Zheng S, Shi C. [Clinical study on the efficacy of tranexamic acid in reducing postpartum blood lose: a randomized, comparative, multicenter trial]. Zhonghua Fu Chan Ke Za Zhi 2001;36(10):590-592.
38.	Yehia AH, Koleib MH, Abdelazim IA, Atik A. Tranexamic acid reduces blood loss during and after cesarean section: A double blinded, randomized, controlled trial. Asian Pacific Journal of Reproduction 2014;3(1):53-56.
39.	Zheng SR, Chi GZ. Effects of tranexamic acid on decreasing blood loss within two hours after delivery. A multicenter randomized comparative study. Blood 2000;96(11):846a.
40.	Zizi A, Aris S, Suharjono HN. To study the role of tranexamic acid in reducing blood loss during and after caesarean section in Sarawak General Hospital. Journal of Surgical Academia 2013;3(1):50.
41.	Clark L, Fairhurst C, Cook E, Torgerson DJ. Important outcome predictors showed greater baseline heterogeneity than age in two systematic reviews. J Clin Epidemiol 2015;68(2):175-181.
42.	CRASH-2 trial collaborators. Effects of tranexamic acid on death, vascular occlusive events, and blood transfusion in trauma patients with significant haemorrhage (CRASH-2): a randomised, placebo-controlled trial. Lancet 2010;376(9734):23-32.
43.	Ker K, Edwards P, Perel P, Shakur H, Roberts I. Effect of tranexamic acid on surgical bleeding: systematic review and cumulative meta-analysis. BMJ 2012;344:e3054.
44.	Heesen M, Bohmer J, Klohr S, Rossaint R, van de Velde M, Dudenhausen JW, et al. Prophylactic tranexamic acid in parturients at low risk for post-partum haemorrhage: systematic review and meta-analysis. Acta Anaesthesiol Scand 2014;58(9):1075-1085.
45.	Novikova N, Hofmeyr GJ, Cluver C. Tranexamic acid for preventing postpartum haemorrhage. Cochrane Database Syst Rev 2015;6:CD007872.
46.	Sentilhes L, Lasocki S, Ducloy-Bouthors AS, Deruelle P, Dreyfus M, Perrotin F, et al. Tranexamic acid for the prevention and treatment of postpartum haemorrhage. Br J Anaesth 2015;114(4):576-587.




8



